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inhibit the expression of inflammatory mediators, through down- 
regulation of COX-l, COX-2, and iNOS genes. These effects 
could compensate for cartilage matrix damage. 
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Proinflammatory cytokines are pleiotropic bioeffectors that mod- 
ulate a broad range of inflammatory and immunological pro- 
cesses and have been implicated in the etiopathology of in- 
flammatory arthritides. We recently reported on the cellular and 
molecular mechanisms mediating the potent suppression of TNF- 
a, IL-11~ and matrix destructive metalloproteases by prostaglandin 
E2 (PGE2). Here we report on the development of the PGE2 
mimetic combination therapy (DP-837953) that inhibits basal and 
LPS/TLR4 induced TNF-a, IL-11~, and MMP-1 and 9 in human 
and murine synovial membranes and macrophages. In a murine 
model of chronic synovitis (dorsal air pouch), DP837953 dramati- 
cally inhibited granulocyte infiltration and exudate volume as well 
as IL-11~, TNF-a, MIP2, MCP-2 and IL-8 expression and release. 
In a model of inflammatory arthritis (collagen induced arthritis, 
CIA), DP837953 markedly reversed the inflammatory pathology 
by reducing synovial hyperplasia, cartilage erosion and articular 
inflammation. Our results suggest that disease-modifying anti- 
cytokine/anti-inflammatory activity can be achieved with 'small 
molecule' pharmacotherapeutics. 
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Aim of Study: To determine the site-specific gene expression ef- 
fects of anterior cruciate ligament ransection (ACL-X) on articular 
cartilage (AC) of the knee during development of OA. 
Methods: Pond-Nuki Model: The ACL in one knee of three adult 
mongrel dogs (mean weight 26.2 kg) was completely transected 
through a lateral parapatellar arthrotomy, the dogs were allowed 
unrestricted use of the limb and the contralateral knee of each 
dog was used as the nonoperated control. After four weeks, the 
dogs were euthanatized and evaluated. Tissue harvest: Separate 
full-thickness cartilage samples were collected from the cranial 
(Cr) and Caudal (Ca) medial (M) femoral (F) condyle (CrMF and 
CaMF), Cr and Ca lateral (L) F (CrLF and CALF), CrM and CaM 
tibial (T) plateau (CrMT and CaMT), CrLT and CaLT of both knees 
and used for gene expression and biochemical evaluation. RNA 
analysis: Total RNA was extracted using the Trispin method, and 
stored at -80°C until used for gene expression analysis. Real time 
RT-PCR analysis was performed on total RNA (11~g) to determine 
the relative gene expression levels of COL 1 and 2, aggrecan 
(Agg), TIMP-1 and -2, MMP-1, -2, -3, -9, and -13, ADAMTS 4 
and 5, INOS, and COX-2 compared to the housekeeping gene 
GAPDH using the QuantiTect SYBR Green PCR master mix. Bio- 
chemical analysis: Total sulfated GAG content was determined 
using the DMMB assay. Total collagen content was determined 
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Fig. 1. Differential gene expression ~n ACL-X compared to control articular 
cartilage by region. Normal font indicates ignificant increase in gene expres- 
sion in the ACL-X tissues compared to normal tissues, withe italics indicates 
significant decrease in ACL-X tissue gene expression. Genes in blue were 
differentially regulated at 2 weeks in that region. Darker shading in a region 
indicates that a larger number of genes showed differential expression i  that 
region. 
by measuring hydroxyprolene (HP) content. Statistical Analysis: 
Relative gene expression levels were determined using QGene. 
Significant differences in gene expression levels were determined 
using REST-XL and biochemical data were analyzed by ANOVA 
with significance at P<0.05. 
Results: Biochemical and Histologicah The CaMT from the ACL- 
X knee had significantly lower GAG content and the lower GAG 
content of the CaMF and CrMF were nearly significant compared 
to contralateral limb. Gene Expression (Fig. 1): Significant dif- 
ferences in gene expression between ACL-X and control knees 
were observed in every region analyzed, and each region exhib- 
ited a unique gene expression profile. 
Conclusions: The regional data from this study correlate well 
to the patterns observed two weeks post-ACL-X (Stoker, OARSI 
2005). The changes seen in the regulation of the genes at 4 
weeks suggest that cells in the articular cartilage are further pro- 
gressing toward degradation and that differential gene expression 
noted at 2 weeks was indicative of these changes. The decreases 
in tissue GAG content in the CaMT and MF correspond to regions 
exhibiting increased ADAMTS 5 and decreased Aggrecan gene 
expression in the ACL-X knee. These data indicate that the ca- 
nine ACL-X model is useful for investigating changes in articular 
cartilage for early changes in OA. 
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Introduction: Kashin-Beck disease (KBD) is an endemic os- 
teoarthropathy found predominantly in a broad belt across China. 
Postulated aetiologies include a dietary selenium defiency, and 
fungal mcotoxins infiltrating food stores. It manifests as cartilage 
degeneration and necrosis, with pathological changes occurring 
in growth plate and articular cartilage in humans. Previous work 
has established an in vitro system in which chondrocytes are cul- 
